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Abstract: 

Abstract of JP1 0045798 

PROBLEM TO BE SOLVED: To provide a method for synthesizing a peptide in 
block units by directly bonding the mutual peptides. SOLUTION: A peptide chain 
having a cyanocysteine residue R1 -CO-NH-C (CH2 -SCN)-CO-NH-R2 (R1 and 
R2 denote each an optional amino acid sequence) is reacted with another 
peptide chain having the free amino terminal NH2 -R3 (R3 denotes an optional 
amino acid sequence). Thereby, amino groups in the peptide chain make a 
nucleophilic attack on carbonyl carbons on the peptide bond to initiate bonding 
reaction between peptide bonds. As a result, a peptide chain having a sequence 
of R1 -CO-NH-R3 is synthesized. 
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[HH3 **ffli, *:r*KH±««IS£;&tf4£ 

gf rR 1 -C0-NH-C(CH 2 -SCN)-C0-NH-R 2 j fcT S y^Sgtf? 
U-iSH^rf-HM r NH 2 -R3 j fcftfflStf. 



-a — e — s — a- 



H CH— C- 



AMI 



-i-n-r-M- 



o 



*^v* 



(2) 



0-4 5 7 98 



R t -CO-NH-C (CH 2 -SCN) -C0-NH-R 2 
NH 2 -R 3 

Ri-co-NH-Ra 

[00013 
[0002] 

iot'Sro^aJanda.Proc.Natl.Acad.Sci.USA. 91, 1 
0779-10785 ( 1994) ). 

[00 0 3] U&»U5rJ&*&, fil^»tt<^7f 
J: 0 fcra&Stf* o tc . BP*. . ^^fc^fiKffitli . 
laWW&feltmtmk LX%w&ZkliX'Z%fr~> 

fz. zntztb. mm&GLco^rT k im^b^tx . $ 

Tf OTT# tew k w -5 30&#£> -5 fc . f»H iftfirt: 

Tam£> (C.F.Li 
u, C.Rao, J.P.Tam, J. American Chemical Society, 11 
8, 307(1996)) li, -mz\mK^MMZ<W^.TT 

Fiskorae*, ti*rjVTt\<ki'A7-i>mzT*x. 

AT>U&£rt¥fflft*Bf6.Zit <**7f-<Y— RJE (Capt 

ureRjs) ) % zwmmmmzM'jwtzTv frOTu 

V : J* yhSJEE (Aryl rearrangement^^ ) IZZ. DT5 

m&±mzmwxw&, Lfri%tft>. z^mizx 



4 ttzffimteWbfy h "Wf- mi} . r-co-NH-j , t 

\t£<mitdmk%ixw&. zbiz. -e^RfCi 

(ZJfAft. ffc^ 5 lg6#, 3 9 6^- 

^') . io«t3t, mmx\ iri-m±t:i&&&b 
*tx . mm^y'T h ££i£rs Js&mwfc^itast:: 

[0004] 

lWMMikl£dk?mM] ^rf-HH 
6. 

[0005] 

hzk\,zi.*)i/Tj\sXTA ymmizsmt. ^r/^ 
At«*fL. iiit^nsrasawH^t*^ 

[0 0 06] 01+. RJ6H4. Vayyy (Jacobso 
n) £> (G.R.Jacobson. M.H.Schaffer. G.R.Stark, T.C. 
Vanaman, J. Biological Chemistry, 248, 6583-6591(19 

73>tc§E«) izx vmztiKBatiX'. mm^r; 
h#j\,#-n,B&*$mM&»t&z.k izx*)mz& 
t&mmk txm< z k izx o . ^^rya^HKUtt 

=-VtK^-fSRjET , *>l. (Y.Degani, A.Patchornik, 
Biochemistry, 13. 1-11 (1974) fclBK) . KJE3fi. « 

7t k mmittzmzn^tdzm±!mmmm 
& ttaaMtm itzR&x-hi. zco%m3 iz&wx 

a yvmcommizfm-tz, r s yMt4*'t6^ 

(H4) . IP*?. *JWH4WHi. Sje4tcJ:o 
mk<mtX<rMmz^^hZkt,K'% , flo. ^ 

tfmm&zzzk mmi. znmmzm^z 20^ 

*f6B8*5M£Lfc. **Wlc{i. 02^KJSS4t:S$n 

CRj -CO-NH-C (CH 2 -SCN)-CO-NH-R 2 j {C7 5 J Whit? 'J 
-«mrfP« r NH 2 -R 3 j 2r^ffl$-fr. ^rf-HM 
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it (etc, ^.n-mn&ismzzLtz 

it, rR,-C0-NH-R 3 j ffMnZft^TJ-mZiitiLX' 

[0007] -ttcb-h. *mu. -m 

(1) Ri-00-NH-C(CH 2 -SCN)-CO-NH-R 2 
( 2 ) NH 2 -R 3 
(3) R,-C0-NH-R 3 

X'*Zixhfc-efo*£MZ-£Z1imti&*. Ri, R 2 > R 3 

[0008] *&BHteffi4RJ6«0*»&»£ LT, ■ £ £ 
-C. R,. R 2 . at^RsOflS^iWJBJIHilRJBS^^ifctt 
flfi-C**. lit, Ri. R 2 . &t/R 3 fcLT 

T^*/HBa^ww»*, «Miatjf*^»w*. him 

[0 0 09] 

[^oHife^ffi] *JKBfcJ:o-C. H2«RJ65<C4 
WZ't < , WIB— «K ( 1 ) l"Rj-C0-NH-C(CH 2 -SCN)-C0 
-NH-R 2 j T*3*U-(l:£ttfc:. ffie-^ ( 2 ) TNH 2 - 
R 3 J Tii*S*U<rt:£tt£Rj63-£S «! i: t J: 0 . fRE- 
*5$ ( 3 ) rR,-C0-NH-R 3 j X^ikZtl&te&fo&&JlLZ 

&&zb#TZ&. ;;t ( 1 ) 

( 4 ) Rj -CO-NH-C (CH 2 -SH) -C0-NH-R 2 , 
Xt-A ynxiiyt F y £ 3IiRW(£ T / { tf" £ <! 

[0010] isTsimmt Lttt, m®. 2-^0-5 

-f-^xTV-^of-SBt (2-nitro-5-thiocyanobenzoic a 
cid (NTCB) ) (Y.Degani, A.Patchornik, Biochemistr 

y, 13, i-iu\m)£im)zm^&ijmm®x'bz>. 
whs?**. mmttM&hnztcrtt&m^zt 

tfX'th. NTCBSrfflV^vXT'f V<T>X)V7\l WfWt 

<n>yr;\m. pU7-9ff)mx^]mx<ndzk^x' 

#, fiO, jSiSI-l.* 5 , f-*-Fo£,t.#I? (thionitr 
obenzoate) <94 1 2 n m?)©:ftJg(7)ilJD (#?©3£{iS 

a= 1 3 , 600) ?>/Ts{t<?)Rmmzm*hz\ t 

S-itlZ. 3M. (J.Wood, &;.N. Catsimpoolas, J. biolog 
ical Chemistry, 233 , 2887(1963) )Btttf>*?£CflSK 

1 f y n^eo^rytc J: SESWtJWtrffd Z b 



[0011] HRW ( 1 ) CDitS 1 ®} r R 1 -C0-NH-C(CH 2 -S 
CN)-C0-NH-R 2 j -jR* ( 2 ) flflte* r NH 2 -R 3 j 

coma, wrivij y ^ftT (pH8~io)t.sa 

T-ff 3 HflSWlfctJ^Ttt, r NH 2 -R 3 j 

tixr'vyyTs.vzm^m&^t. n 

1 K*S<iSR|KiaifR|E2*«ti*R)Cfc ! fl:43& J . ^ 

r NH 2 -R 3 j t lt, ^y v^-L-r^-^-L-r^-y 
ta^sfvo^. i^iistti, mi<7)%&4ffmmz 

2m*<?J-m$:®mz®&Z-£&ZbtfX£tz 
Zb*9m.lX^&. lfrL%ti<t>. *8&WT*Y 

m&smte, mmmx*it:®izBz.mmzte, 

( 1 ) W-ft-^^ r Ri -CO-NH-C (CH 2 -SCN) -C0-NH-R 2 j 

ms-m. ( 2 ) o-fb^-ft r NH 2 -R 3 j mmi^iz® 
¥i£®mmmbLxte. m&mm-foz. *. 

y-)^b'cr>T)Ua-)vmcr)m^r^ 

Vff)mmiiZm^tll. ^f-^jM'ATS F (DMF) „ 
i/X1-fl>X)l**4M YiW&tjbm&X'fohtiK * 

ffl^SSftt**, W*SfcL<J±»RlL*v>iaBBEIirc 
[0012] K»0jaiKi, n7h/57< 

P9S-»*U jat-fiifcKJ: Off 5^4:^*4. 
. mtzMlzti ft ■ fflff • ^*ti . r L C 1 

0 Ammmmft? 07^57^-] < s«ig^^ss ) 

ZmtK. r PE Sciex API IIIftfl5HffiMRlj 

yx>u-?-#M) £m^xft~>Ktf. ±tfmZiEmz® 

« • MWt ■ SITS f^i 3 =Sr^atff 

[00 13] 

mmmi) N-r-tf-zk-L-r^-y-L-r^-y-^ 

y>-y- (S-v7/) (£1 
T» r acY-A-A-G-cC-Aj fc«H\ ®S= 6 2 

2) t/y^yrsF (g-nh 2 ) tcoM^g^ 

IT+YPWi'T/isXTJ yb *<0N5ta|ffl|tlW»*- 
»Ti&C**i:#i^<lfc. -e^T', ^Tf-FfcLT r ac 
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y-a-a-g-cc-aj &m\ rsyas**-rs^ 

fcli, 0.05MyyMk0.1M*«>i»»4)*SI|fRR (p 
H(i. 7~10*T'SaftS*3t) fc. 3£$U£lmg/mli: 
*4J:3t: r ac Y-A-A-G-cC-Aj Srfln*., £ fefc 

WiMEioig/Bit^ftjiat^y^^rsh* (g-nh 
2 ) ^jra*., aa-c3i*iaEiBs-tt-fc. *im<o 



S. ^<tm^»£54J«%"Cfc5, r Bl -coOHj , 
r-Rj -C0-NH-(C=CH 2 )-C0-NH-R 2 j , &tf rR,-C0-NH-R 3 j. 
<3*ft«l«0MBWi» 4 2 3, 563, &tf4 8 0?' 

[0014] *5WKtJtti^U v>7 5 'FfiqrFTND 

1 t , mf&rc<r&3i&& 2 t-eti-p ft* 

[00 15] 
[Hi] 



RIBfiSftoate (/'Jy>7S FO#£T) 



P H acY-A-A-G-cC-A Rj£l<9 »£20) RJE40) 

(*Rjaa*> «»2 «S4. 

(ft*ft 622 423 563 480 ) 



7 M00(%) ~0 (%) ~0(%) ~0(%) 

8 %.8 0 1.2 2.0 

9 65.2 0 4.7 14.1 
1 0 32.1 0.5 5.9 26.4 



[0016] [*2]. 



PH 


acY-A-A-G-cC-A 


RJGlO 


as 2« 


R{540) 
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423 


563 


480 ) 
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— 100 (%) 


~0 (%) 


~0 (%) 


~0 (%) 
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89.6 


9.2 


1.2 
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65.2 


32.0 


2.8 
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1 0 


32.1 


53.0 


14.9 
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fc^r*Ffli£jfc&<g|*jB£Sit. N-7-fe^-L- 

T\ r ac Y-A-A-G-G-NH 2 j tft-fS. 

48 0) #£jSUi. ttC. i«P H^ftTT'Ji, ±RJS 

T'£> ■& RJE 4 tfimZ tllb&£* ?>Jis>T$ vim 

fc. 

[00 1 83 mmm2) N-r-fc^-L-r^-y-L 

7y~y (acY-A-A-G-cC-A) 
7zy-L-77->L-fnyy-L-77-y (OT. 
r G-A-A-Y-A j bfath) kn^TI-m&Rfc 



16 1 & -5 T. ^Tf- F Oittl £9. r ac Y- 
A-A-Gj («*»=4 23) bl-A \J*TVWy 
-b-i])Vif^ i/)V-Ty — y ( 2-imi noth i azol i di ne-4-ca 
rboxylyl-alanine) tf£$LLtz. ±tl. *lftfc;tK 

/P-L-T^-^-L-r^-y-^'J yy-L-ft Far 
7-y-L-77-y (tlT. UcY-A-A-G-d A- 
Aj tm. f»=56 3) «Lt, 

[0017]-*, $kifrt>Wt>fr%£oiz. yvisy 
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i^yrs FcDioz&mTzmmmmzRix. * 

rf-HTfcS r G-A-A-Y-Aj Srfflwc. [SJ«^RJ£ 
4>=Sr6HWKt. ««Sl«g/«lt«r6J:a(c r acY- 



A-A-G-cC-Aj Sr. *«tKl0ig/ili:$r4J:3fc: 
TG-A-A-Y-Aj SrjDX, SirC3«*ISIRJ6§-frfc. 
=Sr*3 . $0 pHli. UttM 1 X&h^Ti- 

totfimztvkp h i o fc Lfc. i<oisn*a3 

[0019] 
[fS3] 



acY-A-A-G-cC-A RjEltf) &JC2£> Ri£4<7) 

£j£ft2 £)£ft4 
(KSR 622 423 . 563 857 ) 



60.1 (%) 5.8 (%) 12.4 (%) 21.7 (%) 



7+YXhh rG-A-A-Y-Aj frflJVVfc*£"Cfc, ^ 

vftcoyv ^ yffi&nr ismzx &?m&& m 
-y-L-r^-y-^'J j^y-^'J ^y-L-r^-y-L- 

75-y-L-fni/y-L-75-y ( r acY-A-A-G- 
G-A-A-Y-A] . nm=857) tf&RLt:. 
[0020] 
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[@2] i^ry^r>f vBa^rt-Uc^r^HSOTi 
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